Background There is relatively little research conicerning the processes whereby Local Research Ethics Committees discharge their responsibilities tozwards society, potential participants anid inivestigators. Objectives To examine the criteria utsed by LRECs in arriving at their decisions concerninlg approval of research protocols through anl analysis of letters sent to investigators.
Design Four LRECs each provided copies of 50 letters senit to investigators after their subniitted proposals had been considered by the committees.
These letters were stubjected to a conitenit analysis, in which specific coniniiients and requests for additional information and changes in the protocols were recorded and conmpared. Findings Overall 24% ofproposals zwere approved wzithout request for chaniges or clarifications, but this varied by committee: one coniniittee approved only 6% ofproposals wzithout change or clarification while the others rangedfrom 26% to 32%. The conitent analyses of responises indicated that they could be placed inito four categories: (i) further inforniation for the conmiittee to aid in their deliberationis; (ii) requests for chanzges to the design or justificationi for the designi used; (iii) chanlges to the inforniation sheets provided to potential participants; and (iv) changes to consent procedures. Of these, alterations to informatio?n sheets were the niiost coninion type of request. These four types of responise could be seeni as safeguarding the 
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The aims of the present study were (a) to examine the content of letters sent to investigators by LRECs as a result of their deliberations and (b) to examine any differences between committees in terms of the number and type of comments made.
Methods
After consultation with the author's own LREC, letters were sent to the chairs of five LRECs in the Trent Region, UK, describing the nature and purpose of the study. The letter requested copies of the responses to the first 50 full submissions beginning January, 1996. Confidentiality of both the committee and the investigators was assured. All five committees agreed to this request, subject to assurances about confidentiality and anonymity. In four instances the letters were supplied by the committees' secretaries, while in the fifth instance the author was asked to undertake the photocopying himself at the LREC premises.
After copying, each letter was subjected to a content analysis, in which "units of sense"8 were identified. This analysis indicated that the responses could be coded into five categories: (i) requests for further information for the committee, (ii) comments on the design of the study, (iii) requests for alterations to the information sheet, (iv) requests for alterations to the consent form, and (v) no alterations requested. Numerical data were collected in two ways. First, each letter was coded according to whether each category of comment was or was not present in the letter. Second, the number of comments within each category was noted. For example, an issue of the validity of a study might be mentioned more than once -it could involve both the process of randomisation and the use of unblinded assessments. If so, it was coded as two requests for alterations.
Results
The information provided by one LREC was unsuitable, in that the copies of responses sent included a wide variety of correspondence. This sample was therefore deleted, leaving a sample of 50 letters from each of the four remaining LRECs. In the summaries of results given below, the LRECs indicated by B, C and D were affiliated with a teaching hospital, while A was not.
Content analysis: types of request for changes in protocols
The comments made by the committees could be placed into four categories: requests for additional information for use by the LREC; comments on the design of the study, which involved questions about its validity; requests for changes in the information sheet, and requests for changes in the consent procedures.
REQUESTS FOR ADDITIONAL INFORMATION FOR USE BY THE LREC
Comments were placed in this category when the letter indicated the committee could not make a decision based on the information provided by the investigator(s). These issues concerned the background to the study. Although such issues might not be apparent to participants, nevertheless they could affect them in some way. Queries included clarification about the involvement of other clinical and non-clinical staff (such as any risks they might encounter), insurance issues, the provision of supervision for researchers collecting data, Clinical Trial Certificate Exemption (CTX) and other certificates, and financial support. Perhaps most centrally, LREC members requested assurances that the participants would not be placed at unacceptably high risk. This could occur with a new form of treatment, with withdrawal of treatment during a period of time for the purposes of the research, or with the dangers involved in extra investigations. Thus, this category of comments could be considered as being primarily concerned with the avoidance of harm.9
COMMENTS ON THE DESIGN OF THE STUDY
There has been some discussion concerning whether it is appropriate for LRECs to comment upon, and to take the scientific validity of, a study into account when considering ethical approval. This is an important area of debate, since members of the committee may not be familiar with all the types of design which are presented to them. For example, relatively few members may be familiar with qualitative designs which, although equally demanding as quantitative designs, are used relatively rarely. Nevertheless, there is a growing acceptance that design issues are relevant to ethical review,'0 and this was reflected in the comments made to researchers. Letters included requests for: more details about methods and recruitment procedures; a power analysis, and an indication of how the results would be analysed. Letters also included queries about the feasibility of a study, given either the financial resources or the time available to the investigator, and whether a study was necessary, given previous research in the area. Issues of validity included queries about methods of randomisation, the selection of control groups, the validity and reliability of particular assessments and the need for "blinded" assessments. These types of issues thus involved attempts to ensure that the research would have value to society and the scientific community and so could be seen as being concerned with the achievement of the greatest possible good -the principle of beneficence.
REQUESTS FOR CHANGES IN THE INFORMATION SHEET
All LRECs required that potential participants be given written information which they could use when deciding whether to take part in the research. Requests for changes in these information sheets primarily included clarification/ simplification in the explanation of A  30  14  58  16  26  B  26  8  34  14  32  C  20  1 2  50  38  32  D  56  54  84  14  6  Mean  33  22  57  21  24 request changes than to approve a protocol without alterations of some kind: only 24% were approved without change. Some types of changes were more common than others. Comparisons between the columns of table 1 indicate that changes to the information sheets formed the most common type of requests (for 57% of all applications), followed by additional information to the committee (33%) and then comments on the study's design and the consent form (22% and 21% respectively): Friedman test, Chi-Square = 39.8, df = I, p<O.OO1. However, these requests and comments were not spread evenly across committees. Table 1 indicates that committee D was more likely to request additional information (Chi-Square = 17.1, df = 3, p<O.OOl), to comment on the design of the study (Chi-Square = 40.3, df = 3, p<0.OOl) and to request changes to the information sheet (Chi-Square = 26.6, df = 3, p<O.OO1). Committee C, on the other hand, was most likely to request alterations to the consent form (Chi-Square = 12.6, df = 3, p<O.Ol. Table 2 presents additional information on these changes. Here the absolute number of comments is illustrated. The pattern is very similar: changes to aspects of the information sheet form the most common requests (Friedman = 50.4, df = 3, p<O.OOl), and committee D made the most comments under the categories of information to the committee (Kruskal-Wallis = 17.8, df = 3, p<O.OOl), comments on the design (KruskalWallis = 41.6, df = 3, p<O.OOl) and requests for changes in the information sheet (Kruskal-Wallis = 38.5, df = 3, p<O.001), while Committee C was most concerned about consent procedures (Kruskal-Wallis = 12.3, df = 3, p<O.Ol). Alternatively, the studies may have involved a greater number of ethically problematic issues, such as the assessment of novel treatments. This could account for the requests for additional information from investigators and the crucial importance of complete and understandable information sheets. A third possibility is that the personnel attached to committee D are more stringent in their use of criteria, requiring greater clarity or having higher standards for design considerations. Without access to the submitted research proposals it is difficult to assess the validity of these possibilities.
Future studies in this area could examine the process of LREC approval in different ways. Clearly, an analysis of submitted proposals would be of benefit. Although there would be ethical issues involved in such a study -particularly confidentiality -it might be possible to examine the ways in which committees do (or do not) identify relevant issues. Further, although the amount of research on LRECs is growing, we know very little about the fate of research projects which do not receive approval. Nor is much known about the processes whereby investigators decide to take a proposal to an ethics committee. This is especially relevant to audits, where the boundary between research and monitoring of care can be drawn only with difficulty.
